To confirm whether Hif-1α was deleted in the tumors of RIP1-Tag2/HKO mice, the tumors were micro-dissected. DNA was extracted from each tumor and then PCR analysis was performed to detect floxed and deleted alleles of Hif-1α. Adjacent Cell culture. The cell lines from the tumors were established as previously described 3 .
The cell lines were maintained in DMEM containing 10% fetal bovine serum (FBS), penicillin G (100 U/mL), and streptomycin (100 μg/mL). The cells were transfected with pMXpuro/CreERT2 as previously described 4 , and puromycin-resistant clones were selected in the presence of 3.0 g/mL puromycin. To delete the Hif-1α gene in the pMXpuro/CreERT2, Hif-1a fl/fl cell line, the cells were treated with 100 nM 4-hydroxytamoxifen (H6278, Sigma-Aldrich, St. Louis, MO) and cultured for 24 h.
Plasmid construction. DNA encoding CreERT2 5 , was excised from pBLC/CreERT2, which was derived from pCre-ERT2 (kindly gifted from Dr. Pierre Chambon), at the EcoRI site. Two fragments of CreERT2 were subcloned into the EcoRI site of the retrovirus vector pMXpuro to generate pMXpuro/CreERT2.
Islet and tumor isolation. Isolation of pancreas islets or tumors was performed as previously described with some modification 6 . Briefly, the common bile duct was cannulated, and the pancreas was infused with 2 mg/mL collagenase IV (4186, Worthington, Lakewood, NJ) in HBSS. Pancreases were collected, and protease 
